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5 TIME AND EVENTS TABLE 



Table 1 Time and Events Table    

Phase 
Screening 

Period Treatment Period 

Study Week  -8 to 1 0 1 2 3 4 6 8 10 12  

Study Daya  -56 to -1 1 ± 2b 8 ± 2 15 ± 2 22 ± 2 29 ± 2 43 ± 4 57 ± 4 71 ± 4 
84 ± 4 

(End of Study) 

Study Procedure            

ICF process and signed ICF X          

Review eligibility criteria X X         

Medical history and demographics X          

Prior and concomitant medications X X X X X X X X X X 

Physical examination X X    X    X 

Height and weightc X X    X    X 

Vital signs X X    X    X 

Electrocardiogram X X    X    X 

Neisseria throat swabd X          

Documentation of Neisseria vaccinationd X          

Blood chemistrye X X X X X X X X X X 

Hematology X X X X X X X X X X 

Coagulationf X X X X X X X X X X 

Urinalysis X X X X X X X X X X 

PNH clone size X     X  X  X 

Pregnancy testg X X    X  X  X 

Adverse eventsh  X X X X X X X X X 

Assessment of injection site reactionsi  X X X X X X X X X 



Phase 
Screening 

Period Treatment Period 

Study Week  -8 to 1 0 1 2 3 4 6 8 10 12  

Study Daya  -56 to -1 1 ± 2b 8 ± 2 15 ± 2 22 ± 2 29 ± 2 43 ± 4 57 ± 4 71 ± 4 
84 ± 4 

(End of Study) 

Pharmacokinetics RA101495ij  X X X X X X X X X 

Pharmacokinetics eculizumabk X X  X  X X    

Pharmacodynamics RA101495j  X X X X X X X X X 

Anti-drug antibodyl  Xk    X  X  X 

Quality of life questionnaires            

EORTC-QLQ-C30  X    X  X  X 

FACIT-Fatigue   X    X  X  X 

EQ-5D  X    X  X  X 

Treatment satisfaction assessment          X 

Additional biomarker samplesj  X X X X X X X X X 

Pharmacogenomic analysis (optional)m  Xl         

Electronic diary training, dispensation, 
and collection  X        X 

RA101495 administrationn  X X X X X X X X X 

Study drug dispensing and returno  X  X  X X X X X 



Neisseria meningitidis
Neisseria meningitidis



6 INTRODUCTION 

6.1 OVERVIEW OF PAROXYSMAL NOCTURNAL HEMOGLOBINURIA 

6.2 MECHANISM OF ACTION OF RA101495 



Figure 1 Mechanism of Action of RA101495 in Complement System 

Figure 2 Inhibition of C5a (left) and C5b-9 (MAC; right) Formation by RA101495 
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6.3 CLINICAL TRIAL EXPERIENCE WITH RA101495 



Figure 3 Mean (SD) Plasma RA101495 Concentrations Over Time by Dose Group Following 
Single-Dose SC Administration in Healthy Volunteers (Study RA101495-1001) 

Figure 4 Mean (SD) Plasma RA101495 Concentrations Over Time by Dose Group Following 
Multiple-Dose SC Administration of 0.2 mg/kg for 7 Days in Healthy Volunteers 
(Study RA101495-1001) 
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ex-vivo

Figure 5 Mean (SD) Red Blood Cell Lysis Over Time by Dose Group Following Single-Dose 
SC Administration in Healthy Volunteers (Study RA101495-1001) 
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Figure 6 Mean (SD) Red Blood Cell Lysis Over Time by Dose Group in the Multiple-Dose 
Cohort Once Daily for 7-Days in Healthy Volunteers in (Study RA101495-1001)

 
 
 

 

 P la c e b o R A 1 0 1 4 9 5

Direct Hemolysis Direct Hemolysis 



6.4 DEVELOPMENT RATIONALE 

6.5 DOSE JUSTIFICATION FOR STUDY  

6.5.1 RATIONALE FOR STARTING DOSE (0.1 MG/KG)  



Table 2 Experimental and Predicted PK Values for RA101495 in Humans 

Pharmacokinetic 
Parameter Statistic

RA101495 
(2 mg/kg) 
NOAEL 

NHP

RA101495 
(0.2 mg/kg) 
QDx7; Day 
7 Human 

(SD)

RA101495 (0.1 mg/kg) 
Steady State Prediction in

Human

Cmax (μg/mL)

AUC0-24(h·μg/mL)



Figure 7 Predicted PK and PD Effects Resulting From Weight-Bracketed Dosing of 
RA101495 (0.1mg/kg daily) 

6.5.2 RATIONALE FOR USE OF LOADING DOSE 



Figure 8 RA101495 Loading Dose (0.3mg/kg) and Predicted Control of Hemolysis After the 
First Dose 

6.5.3 RATIONALE FOR DOSE ESCALATION TO 0.3MG/KG DAILY AFTER WEEK 2 



Figure 9 Simulation of PK (blue) and PD (red) of RA101495 with a Loading Dose of 0.3mg/kg 
on Day 1 Followed by 0.1mg/kg Daily Thereafter.  
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8 STUDY DESIGN 
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Figure 10 RA101495-01.203 Study Design 
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Neisseria meningitidis

8.1.1 RATIONALE FOR STUDY DESIGN   

No Comparator 

Dose Selection and Presentation 



Primary Efficacy Endpoint 

 

Rationale for the study population and the definition of inadequate response  

o

o

o



Figure 11 Kaplan-Meier survival of PNH patients stratified by LDH level (LDH dichotomized 
at 1.5xULN compared with age- and gender- matched controls) 

o



Figure 12 Patient-reported symptoms in the International PNH registry, stratified by LDH 
level (dichotomized at 1.5xULN).

ex-vivo
in-vitro 



Figure 13 Inhibition of Hemolysis in vitro Lysis of PNH RBCs Without and With the Presence 
of RA101348 (identical peptide sequence to RA101495)
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